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(57) Abstract: A decoy nucleic acid to a synoviolin gene promoter; a decoy nucleic acid capable of binding to the transcriptional 
factor of the synoviolin gene promoter and thus inhibiting the promoter activity; and (a) a decoy nucleic acid comprising a base 
sequence represented by SEQ ID NO:l 1 or 12, or (b) a decoy nucleic acid comprising a base sequence derived from a base sequence 
represented by SEQ ID NO:l 1 or 12 by deletion, substitution or addition of one to several base and having a function of inhibiting 
the promoter activity. 
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O (57) Xttl: *fSHEf*, W tfThU >3tfe^(D^P^E-^-(C^-r^T ? =i^^it-efc^o Sfcs W if*" "J Viatel 
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m m m 

5 teffittm 

jlfc^<tLTW tf^U >(Synoviolin)MIS^^|i^bTV^(WO 02/052007) 0 

15 iiTU, raiments #c#^^i¥i*e>n, «tisnife£t 

W^^^^^JlE^^P-^-r^ ^ i^^tB$ tl-Cl/i^) (Genes Dev. 2003 Vol. 17: 
p.2436-49)o 

^ © ± 7° n ^ - ^ - m m & m if v x m * © ft £ & w ~? & Iff Jt t -d v * x :/ n ^ - 
^-^tessi^&ig^ f©37W^$n, m^m^tmm^mt&z-t 

^?SM$tlTV^(Oncogene.2000 Vol. 19: p. 6533-48) „ 

25 
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(l) J tf;TU >aigT©^n^E-^-©^H^$5^H^^^^bTyn^E- 

(a) 13^ij#-^i lgKui 2 fc^snsttifi^sasTa-f si 

(b) e^ij#-^i i*b<«i 2 fc^$n**fta6E^a^^viT isu< ttifcffiicD 

Sfc, *f8«fiD73-fSilt MAtf&T® (a) X« (b) 

c^Dt — 3? -stt § mm? & mm & w t 
20 ifm^ofn^mm^, ^u^—^—om^^m^^^^^T^^ EBs(Et s 

binding site), SBS(Spl binding site)^.lX ABS(AML binding Bite)tf> S&SftE 
25 (2) ±|Bxn-f^m*^tf, W H^-U >aie^©5S^tcjBHT*^Jft**&*X 

« ^ t z> tz. <d m m m. j& m . 
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10 HII!©fBf#&l£BJ 

HI 1 Ate, -tjUIUfMW tf^-U >^°n^E-3 7 -©?gtt^^THl"r$)^c 

HI 2 Ate, ^fJV>-y h77t^ ^fr^ofclg^^^-r^mTfe^c 

HI 2 Cte, y;i/~>7 h7y^ £fr &o /c^m^f 

HI 2 Dte, ^rJl/V^ hT^-fe-T £fr&ofcil£JP:£^T^J^fe&o 

20 HI 3 Ate, y; tf^-'J >7°at- ^ — C0fe^^'I4^^THlTfe§o 
HI 3 Bte, ->;WJ >^ 0 n^-^-©l5^?g'l4^^TEIT&^o 
HI 3 Cte, RNAi ZmmisTJ vt>7V h Lfc NIH3T3 MKl&^^Wt: 
*U >^°D^B-3 7 -©^^'l4^^THIT$.^c 

HI 4 Ate, 2.2 k t 1 k <Dz/J tfrfU >7°Dt-^-l: LacZ ^Tjg^bfe^ 0 ^ 

25 7.^ KCDfitfSHlT&^o 

HI 4 Bte, v<7XE^:3ote£ W tr^-l) >^°n^E— ^ — ©%Ji^^1~^^Tr^ 

0 4 Cte, V7 7J£^:fete£ W tf^-'J >yn ; E-^-©fgii^^1-^^-efe 
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0 7AH ra mwknmiz&tf&i/y tr^y >^n^E-^ — (D^m^^-t 

5 § o 

^BIM^W tf^-U >©^M0J^?ftiJSbfe WST-8 r^-fe-r 

ei 7 mumBis^© w tf^-u yomn&v 3-7,$ >zfu v'ta >tf-em 

10 HI 8 Ate, ;^>7x7- ifT^-fe-T ^ffofelg^^^-rill^fe^o 

El 8 Bte, ODN^fiJffl UTy; tfrt'J > & J y 2 ¥V > LfcNIH3T3 

0 8 Cte, RNAi£fiJJ3LTW tf^U y^^>b^NIH3T3MtC 

@9AH EBS-1 ODN \Z £ £ ~> / t:^" U >©fg^#P0J£^-r^ll*e& 

20 nm^^x^ h— ->7^^To 
i£ bj & ^js-r ^ se> © « & <d mm 
i. 
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££7# >^MS©*Mk: ERAD ©AMISS 3 W tf^U >©*}&*W-§-b 
JB^TW tfrtU >©tI^W^JJ^ffi5 Ets l£l=,§M£ (EBS ; Ets binding 

site) ^m^b, fox^/ > h^-f >tf/^(^^viT^y tfrtu ><D5&m\z&m. 

-V$>Z>Z.£%:§£misf£o Ets ##^&t hs-rft^snT^afc^H-T-c* 

Ets F^W>te, 30 li^±07 7 5U-$MU *:<D&<tfftfc- M 
10 Jft • T^h-^XSfia^^Ofe^ffitt^SoT^S (D.KWatoson and 
A.Seth,; Oncogene. review issue. Dec 18; 19(55) ; 2000) o Sfc, NIH3T3 M 
fc:|3V*T, -e© EBS £^b Ets GABP a/j8 <Dlfc 

W fcfrfr'J XD^Si^, Afn/yi'T^h (LacZ knock in mouse) <£>3£3S 
15 #*t, 7-if>, ^X^^>fccfc***fK:«tn«3.lf^r^^T»0, ^<©« 

w tf^-u >y y$yv h*wxifi£&&<Dy.tf Y-i/^Jtm\zx^&m£-e%> 

£HJ@ (M, film, »MI&) fc^ViT-€-©563S*«3SVi. JKD^ttt, — ffi€)ffl 

mzmTz>mm&}titm i ?Kmi:&%>2>o w tf^-u >©7°nt-^-t:« tata 

SP1 ^ Ets 7 T 5 U — ^OfifH^©fi?«lil:*ViTllT?»5 
25 (Rudge, Exp Cell Res. Mar 10;274(l):45-55. 2002) o 

^#WftK?Hftl/TS, GABP a, GABP j3 , GABP a t. GABPj3t©^i 

Etsl, TeL Fli-lt££ifimvft>nz>o 
GABPali, Ets F^-OSfe^ Ets "7 7 5 U — <D— ~D7?& V * 454 T 5. S 

i^tt^^w^iT^^. gabp ck it.-* mti&iz&\,*T=L¥*# xizmmir. 
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Ets KpW>£^L, GABPj3 tAfD 2*#:^^^-r^>c £ £> GABP a 

2-3© Ets Mfi§Sffltt> ^\^n 4»#:£?«-r£ n t^&nx^s. 
gabp o; Ets Fj*-r>fc«fcs DNAi§^flin^r-rs*«, te^istttei&tt^'bfc 

5 V>„ Iinfc*fL, GABPtfte, DNA ^i^f t^l/^^ GABPat21ft* 

KlSf Vi<E^SttYt;l6*55IP t§ (Yu M. J Biol Chem Nov 14; 272(46): 29060-7. 
1997)o Sfc, GABP a te-. TATA # y ^ x &&fc?3: t^flUs 1 ?^ iti&©fc^l!S 

10 J Biol Chem Nov 14; 272(46): 29060-7. 1997; Kamura T.J Biol Chem Apr 255 
272(17): 11361-8. 1997) D GABPatt-?-©^Idialf^^XTS5l:!) 

M#Ml$&3ML; • MmzM^-T &3tte^(2fiSE£S , 5 (Schaeffer L, EMBO J. 
Jun 1517(11): 3078-90. 1998)c 
15 GABP j8 Ets 7 7 5 U - Tttfelri^, 382 7 $ 7 t^ttS GABP a CD n 7 
7 ^ — D ; Ankyrin ij tf — hBB^JSr^U GABP a h^^U 2 £#5&7#J5fc 

Etsi 1983 ^\zm\zmmtm%Mz.-tu huty-i )vx E26 ojejRjte-? 

tbT^^nfc v-Ets hajN^n^*t), 441 T ^ / @$^r#1"^ 37 >/\° ^ 
20 iTfe^o 

Tel 452 75;iW§^>/^lT*D, Ets 7r5'J-© t PT , b, 
fe^MllWteflK Jlt*ta§Snt^5. ®J0cW£«, t (12521) ©^fe^^J^tc 
£D AML1 tjr&iUK^&flWU SKUjIPfSiezf ££#fcie>nTV>*. 

Fli-1 «U 452 7 5 y »J&> 5 t (11522) 5fefi#teJ8K: <fc B EWS 

25 feT&Mf&V, a. — f >^fcJB&jBEt"E£# $ fcl£*'iTV>S. 

Ets 9^5kh*Tft#Sn& Ets tm§h7-f>S 

fe^ls^HfT^So £©Fy-f>te, 30 a^±©7 7 5'J-Sf^l, 

(D.K.Watoson and A.Seth.,5 Oncogene. review issue. Dec 185 19(55) 5 2000) 0 
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i!s^{iSIS^fe7 0 ^-r^-^fflV^^<i:^^D> PCR tBflO^Dt-^-i 
ifeBTfg^&^o Z.(D£5\ZVT, gfHf^Mtlt EBS coffin ABS 

&.t$ sbs ©#is^i^$n*. ^^^^H^^^M^M-g-r^^af^^ 

10 y-fc-f (electrophoretic mobility shift assay : EMSA)"C^*tLT, fe^Hf ^ 

15 £7t, B^sfc^nt-^-nyiHn?** ebs-i $n-Ht§SSE 
MB^iJ#-^9 t ABS-1 S3- H*TSiftSBE^J*, E#l## 1 0 SBS-1 & 

2. ^u^mk 

^:fiBJ©^^bV^ f I3^^m©^J«, WAtf7°Dt-^-© EBS-1 ^IS^-T 

yn^e-^-© sBs-i t^t^g^if^^ii^ii, - 
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\z^i$WM-fc£ifimiibnz>o fn-flill ±IHEBS-1, ABS Xte SBS-1 © 

S$«^i3|5g^$n§ ! fe(DT«7^<, 15-60 £?£L<« 20—30 

5 3£T § o 

^BJfc&V^Tte, fclAfcf EBS-1 ^^^T^fe^H^i:^^b#^^m (SB 

^j#-^i i) %.wjt\zt(Dmmm m^m^i 2) ^f^^iiibtffti 

J^v^o ifE^n^^SB^J© lXfiti 1 mi-10 m> 1 

f@— 5flax«ifii— 2mm) (dm^&. x*k, smx«#jp^nfemssB^i^e» 

20 iiMi/^^msis^j&m^txn^^bfcm^, pcr mxiz? u—- i/tr^zz 
—^m^r^AB^-mm&tmm'r^zti^n^^o zz\z, znzcD^mz^io 
n^nr^mm^, m^mmm^m^xmmv, dna u fi-nzm ^T^-g-r s 

m&%z>tz%>\z, m.&m\zT)V3rMt, T^Mtmoit^mm^mn'r^z.t^ 
25 t#^c "fu^mmo^m^wm^mn. mm^-x^^m^m^x, tct 

^m^mmmmfemftmiz&^xmmx&v, tu is © ^ y h , #y « 

GeneTailor™ Site-Directed Mutagenesis System H >H h nyx>ftS) , 
TaKaRa Site-Directed Mutagenesis System ( Mutan-K , Mutan-Super 
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Express Km ^ # <y M ) H ^i^fflV^I, 

t>n§;v^7i7- ifTy-fe^r, y;V'>7h7s/t^, cat 7*;^, 

yfe-fSrfT&^fcgXP^Py hferfriK^tlTV^ (MAS promega dual 
luciferase assay kit) „ 
M x. t£)V ->7x7-^7iyW0*^«, @ W3t ^ ©fe^ ©±StE 
10 ^-^-tLT^;Wl/->7x7- tfat^rFSriMrr*. 7»;t^^ 
t^*JffllfiM©2»X3a*Sr*tiEi-*fc«>fc, 1M h^^fn^-r;i/X (GMV)j3^ 
77bv if ( j8 -gal) it fef * Utf — ^ — £ b T ^ n ^E — ^ — © T^E ft V> 

A T £ £ £ # * o - A b fcM teffi b 

15 fc^KilHJRb, *«6-Jtt«?*K:J;oTiWlfla&?R«bfc«, — j£S©*fflJM&HJ$i££ 
ffl V> T ;i/ 7 m 7 — if & jS -gal * 3*J J^f £ . 

20 3. ^':=K^£^tmiliMtJ 

m \zm m~r z> mm & t&mwz^ffi? ft #> © rn.nm.mm \z m? . © x 3 

##SS b fe^T afe o T *> «fc 
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$nt\ mmm. ^m, mmrn, mm, -kMm. mm, mmm, mmm, 
m*&-$mm. m&n-^mm ^u-ad , &t*si£wa«stfe> 
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h (mXteT^J : i> u — >7-v u 

10 *^7 7fyi^'JX y/^R h^JW777f yiH^y"^7^>, 

15 «J3©>&^ jMSIfg&KSzoka.F 5, Biochim. Biophys. 

Acta, Vol. 601 559 (1980)), X — A&CDeamer, D.W.: Ann. N. Y. Acad. 

Sci., Vol.308 250 (1978))* # ® *S '14 SO (Brunner , J 6 :Biochim. Biophys. 
Acta, Vol. 455 322 (1976))^ ViTljlTf 5. 

ff-^vovT^ ^>i?o^ )]/xfrzmmznfcWkm&i%mi>>n'7'm, ^uif 
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^tJl/D-^thU^A. ^U7^UJl/i7-hUl>A, 7M>fth'J^A, 
Tween80, Tween 20, i£^>> t h jf[l^T;V^$ >#^iQX.fe t> © ^^ffif 

25 *^0^(DlM^ffi^#l©^#*«, ¥ffc* 1$B'J> feW, 89 

*.fc£ ED50(IHH!<Z5 50*fc:fcV>TteS^K:^8&fcJB*), LD50(Hffl<£> 
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mmMmt&fet!ti&£.<DM<Dmm&}Zfe&ft&'v%>Q. edso/ldso lvx 

D 0.lMg~100 mg, £F£U<te l~10Mg 7355. ffib, ±|E?&£^r!lte:£ft £ 

isi mfefeo io6~ioi3 i m~8 mmmx^^n^. 
^ hj3 © gi iis5c% & z. n e» © 0j $ n % © t « & v^ 0 

10 

C^MM l ] 

^X(C57Bl/6 ^)CD^fVAJ;D^ W tfrfrU >]ft^^^#t? 5 ' ^ & 3 ' * 
15 7.5 k O^rVA^ SyB/pBluescript fc^^"^ n — ~ >^bfc„ ~> 

y tf^U ^jifeTcD^n^e— ^— 1M£ xhoi t Ncoi Till, 2.2 k ©iff 

tt-£f£#£fciL, PGV-B2(TOYO INK GROUP *fc)©*teJ?Al/fc (SyG-2.2 k). £ 
o«2.2 k®»fM-^fi^nt-^-tU& (@B^J#^1) o ±&7°u 

20 h^^h^llL ^fibfc^Dt-^-SStfeitaiOIOTfcS. 



25 
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1 ^Ilfc7'Dt-^ Mm (V^X) 



& 3ft? 


Si ^* 


MH^J#-^- l ^"Ttt 


-2201/+843 


2201 T§ft(3'#J) 843 tfiS 


1~3043 


-1233/+843 


TS &j@j&£bT_LdKK: 1233 t&S, T^E 
\Z 843 


969~3043 


-1060/+843 


TS §g^ibt±^{C 1060 M, 
^ 843 IS ilc 


1142~3043 


-503/+843 


TS S^tltllfc 503 T^tfc 
843 Jt^COM^ 


1699^3043 


-322/+843 


TS SjSjfetbT±SKK: 322 ifcg, TSKK: 

843 i|[3l6<£>il^ 


1880~3043 


-200/+843 


ts ^*tlt±ai: 200 m£k, T-mz 

843 ^iBODM^ 


2002~3043 


-108/+843 


TS &&&iiVX±m\Z 108 -Rfefc 
843 Wl3SzCDM1$. 


2094~3043 


-84/+ 843 


ts ^e*tbt±^(: 84 tfiS, Tffilz 

843 t^^^M^ 


2118^3043 


-73/+843 


TS §Mtbt±Si: 73 TiffiK: 
843 


2129~3043 


-65/+ 843 


TS ^^tbT±Ii: 65 IS, T^tfc 
843 WlM<DWM 


2137~3043 


-39/+843 


ts ^a^tbTi^ti 39 SS, TSEfc: 

843 ^^©M^ 


2163~3043 


-10/+843 


TS ^tbTlii: 10 T^tfc 

843 t£^(£>1M 


2191~3043 



flttttt, ±«E(5'fi|)K:|i>l3^"5i:€?ttTS (BB^IJ## 1 <D%& 2201 #CQ t) © 1 fi 5'«©SS$-1 



14 



WO 2005/093067 PCT/JP2005/006527 



fgifc^D*-^ — mm. (th) 







ih^j#^ 2 \z^-tm. 


-2201/+892 


ffilJ)lC 2201 H> T^(3'#J) \Z 892 


1 — 3092 


-1233/+892 


TS ^E^bTl^C 1233 i^S, TSK 


969—3092 


-1060/+892 


ts §MibT±^t 1060 IX, Tr^ 

892 ^3fc<£>1?M 


1142—3092 


-503/+892 


TS &jBjfeiUT_hdiE»- 503 tS, TflStfc 
892 i^S©^^ 


1699—3092 


-322/+892 


TS ^ilTlii: 322 II, T^fc 
892 ^X©^^ 


1880—3092 


-200/+892 


ts mtil/T±itl: 200 TSfcte: 

892 i^^©^^ 


2002—3092 


-108/+892 


ts £^ibT_MK: 108 H> T^tc 

892 ^SECDiS^ 


2094—3092 


-84/+892 


ts MibTiil: 84 Tffifc: 

892 ±&3S©1S^ 


2118—3092 


-73/+892 


TS ^g*itT±slfc 73 11, TSEfc 

892^S©^M^ 


2129—3092 


-65/+892 


TS ffiilT±IC 65 T^fc 


2137 — 3092 


-39/+892 


TS ^,ibT±^fc 39 TiMiZ 
892H<E>'f&$c 


2163 — 3092 


-10/+892 


ts ffiibtl^l: 10 11, T^Efc 
892&£<Z>&tf 


2191 — 3092 



* mm*. ±M5'W)\z[ivfr*> t#« ts (se^ijs^- i (om 2201 t) <d im vmom. 



£-1 tbTgc*., T«E(3'«)fc[Rl^3 t#«TS £+1 atl^S. 

^ J; § # H W ^ H- Iff ^ (Molecular cloning, CSHL Press, 3«» edition, 
2001 chapter 13) ^ffiV^T SyG-2.2 kG-76T/BV2 £fjs$£Ufc = 

1 . EBS-lm(G-76T): GCGCCGCCGTAAGTGAGGT (MB?!J## 3 ) 
2. ABSm(G-68T):AAGTGAGTTGTCTTACCCCC (IE^J#-*t 4 ) 
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3 . SBS-lm(G-92A ! C-9lA): ACTCCGCCAAGCCCCGCGCC (@B^J#-# 5 ) 

PGR \%, fcfoM 50Ml 4u 1 pmol SyB/pBluescript, 100 pmol T — , 

0.2 mM dNTPs, 5U^U^^-if, 10 mM Tris-HCl(pH8.3)RtK 50 mM KC1 

&^z$Kjfcm.j&m&m v>t, j^t© pcr ^xn^^r^, 

5 PCR 

Kffi : 94 °C, 1 (94 °C\ 30 #-^55 °C, 30 S>->72°C, 1 X25 

HI 

H-IM : llM^S : 94 1 5>^55 "C, 30 #-^29 ftfrtfT 30 °C £ 
T7£-t>-T-»30 °C\ 1 #-*9 ^/SHj-T 72 °CfC^72 °C, 1 (94 °C, 30 

10 55 °C, 30 #^72 °C, 1 X25IU 

EBS-lm(G-76T) te, IS^US"^ 1 lC*Vr*£SBB?iJ(Z>ii 2125 #g (TS J&*S± 
^Cftj^T 76 #@(-76)) C7) G £ T l^^^fcfeO^^-f "7-1?^ 
ABSm(G-68T) IH^J#^ 1 &C^T*&*g3^J©ffl 2133 #g (TS 7^£_MlC 
15 [R]^oT 68#@(-68)) © G ^ T ^^S$i±SfeJs6©y^-r V-~ea& D , SBS- 
lm(G-92A I C-91A)«, IB^J#^t 1 K:^-fi«B2^J © IS 2112 #S (TS ^£-91 
#g) ©C&A&C, 1B^J#-^ 1 ^^-r^XE^J©^ 2111 #a (TS>£- 

92#@) © G £ A Kl^S^-tir^fc&ODy 0 ^^ — Tfe^o 

20 tmmm 2 : 

&43> W tf^U h ^ >^^ai-y^T^^(LacZ knock in)©^ftfr> M 

one /-if >s^xx^>®igl«k DaH^^x(3ittv^ ZLttftifr-D 

25 Tl^. 

£T> >-ytf^-u> zfu=e— <d?7u— mmMt&&£Q 2.2 k 

&^$$Mm,&)V>'7 if ^^37 — iClg^-^itfec #*&M(TfE)£ffl^T, 

miJU DMEM mMiUfe Technologies, Inc.) £J1 ^X&M 
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bfco 

ATDC5 : teratocarcinoma $BIt2 AT805 S5fe(D^t* D J:D^fe* 

5 HEK293 : t h 

nih3T3: ^ v 7mff&&mmmm& 

h7>X7x7ya ><hl/^-^-T ^-fe-i'^^TOalDff &o7i 0 

2X10^/U^JV\ZX 24 ^rcjV^l/— Mc2fl#ib7Cc> 24 PSrMffc, 

FUGENE 6 v h&$.mis. MBiochem. Roche tt)C7^a7JH:toT 

10 ^^Ufeo 

£7c b 7>7.7^7isa >%)&<DffiJE(D7Z!sb, CMV- £ -gal 50 ngfMb, 
$5l:^^^-©^$AntiI& 200 ng \Z^t?>7Lfr a 

h^>7.7^2is3 30 RfMt?^ >/1^H&0JRUfc. tf, igf-til^T 
fcg^ PBSTife^, Passive lysis buffer™ (Promega ft) * 100 jLt 1 ffl ^T?M 

15 jgJSi&IHJRUfc. ^te^OlMSigflM&J© 20^1 Sr 96 ^ ;n ;V !7° 1/ — Mc^bfc 
Ift, ^-^-tTJP'>7i7- SSJC, £-gal?£tt 

£7 0 l/- h 1)— ^—K:T«lj£bfc&, 3 -gal ttT? Luc ffi&£d D *iIE bfco 
jS-gal ^feKJ^T©t43«9fT^ofeo X-gal 
^feL/fc (5-7*D ; E-4^DD-H > F 'J ^- h t° 7 / ~> F 

20 Sigma *fc). E£ 4% A°7*M7;Pf t HT? 20 #MHJtb, X-gal ^^tcSb 

fea, 37 i2mm~24 9$m%£&vTzo m&&* PBs-r^b, mm 4% a° 

-^©^Hl, -84 7^ £-73 bp CD 12 ttSJC^ViT-tCDte^flU*** 10%^ £ 30% 
fCffiTbfc (HI 1 A, B) o 
25 ^S£^tM14 \Z&\,*XV3i* Y^XithT 94%©ffiratt*^r b, 

ZZlZ 12 ISt^^Tll 100%©fg |WH4T^ofec n >tf;i. — ^JS^fe/^ 
•l'^--f>^^x 7 '7^^ 2 Mtix 7 h (http://www.cbrc.jp/research/db/ 
TFSEARCHJ.html) fCT^W^ff o fcfeJH, 12 EBS(Ets 

^ffi-T^^i:^lJ0Jb7c(BI 1C), 
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0 id i:*en5«k5t ebs (D&^mizj^io , mt-r ^xomm^izx^to 

Ht'J>0i^W5SS*S5^lOXl/^> hTl?)t#A&nfc EBS- 
1 tt5) c 

Cl»M 3 ] 

10 *^JfiWtt, EBS-l(-89^e-65)^^^t-^fe^H : ?^|Wl^bfc : fe©7:$.§ 0 
Ets 775'J-tt 30 1M±0775U-MU, T^T DNA fc^F^ 
-1>XfcZ>Ets F^i'>^ftl) 0 S&^O tf'OSB^m GGAA T&D, -^©IB 

£t\ 12 ^iB^J^^/u^yn-^^^b, HfiRJc^-^BB^JJd^H 
15 W^tS^a^Wlfe. ^©^H-=?©M^m«, ^>7h7^t 
-T(EMSA)^^pff ofco 
EMSA«^T©MDtTofCo 
7°n-7 

EBS-l WT (-89 3&V6-65): CCCCGCGCCGCCGGAAGTGT (IE?iJ#-5§ 6 ) 
20 EBS-l MT (-89 £> -65): CCCCGCGCCGCCGTAAGTGT (S3 7 ) 

EMSA m07°U-y*U, 25 iM@2?"J<7)iz >7,il t 7 >XfI£ 90°C-e 

T4 5? & 1/7— if^±— if, ;t77 7-^J;^r 32 P ^i^l, fi^S 
25 £ S U X 30 ^iJS^tfco R jiS l& * MicroSpin G-25 # ^ A (Amersham 
Pharmacia Biotech %h) kljlb, SIX £ tlfc ^ A <D 7 ^ 3 > l~ T # 
iHU g|bf:7"D-7§it $ttt?£tt« 30000 cpm^_h©fe(D 

lO^g <£>^>A°£?K, W7 7 7-^7 P D-7*^if, lilt 30 ft]x.J& 
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^iifeo -t©SJSat*^35tt^K:T 100 v, 50 mA Tr 3 B#r B 1@S^i!]$i±7to 
y^ffcit^iirfc^ Fuji BAS2000 h 7 i?$T&7 V << — KlT#P*f b 

fee 

5 ^GDSSJH, NIH3T3 b7i^r;i-> 7 Mc£D, 4^<£>/\*>F 

(0 2 A <D a, b, c, d ©&«CDA>F)#^j£3tt* Ct^iibfc. £ £> £ 
cold competition(*li.bTV^V^n — ^*fflVifc3R-a»tS»)K:«fc t), -^©i - ^ 

tzfr-Dtz. (0 2A) o 

10 £© Ets 7 7 5 U - ^^T^^^tWtSfe^, Etsl/Pea3, Ets ^ 

D — cold competition £ ff o <h £ ^3 , Etsl/Pea3 ©7"D- ^fla^lS*^ 
ft, -€-©3ESK:J:»3 J E-©ia#*«m^bfc(H2B, 5t6#©W». 

£CD£<hteU Etsl/Pea3 ^D — ^(Santa Cruz |fc)t|g^tl)if TfeS Ets 1 , 
Pea3, GASP amom^-m^^^ ^flltt****. 6 ft-fc- 

15 M«bt, X— A° — ^7 httlfe£fT GABPa <h Tel ^7-/^- 

y7hb, Fli-1 «M^JII:£^bfc(|g| 2B (D 5, 6#0 1/— >, ® 2C <D 6, 7, 
8 t 10, 11, 12 #©1/— »„ Ssfc, GABPa, Fli-1. Etsl ©OHhnaiR 

£ft£0D£ JKDBB^JiCH^glSfc© Ets 7 7 ^ tf — ^Ig^fS H 

20 ftfeo 

^fc, 7-A-y7hbfc GABPa^«±:S GABP 3 t. ©tt^^^fctP 
tftW&frfcofc. ^ft^ft-T >t>nilRg*^ffl^ tf)Vi/7 VUm&'fT -ofz 
hZL 5, GABPa^WN^K^ GABP j3 ^ >A°# K^frP^fc 1/- > 7 fc&V^T, 
F a, b(&^#0©J£J&a*Ki&£>ftfc (H 2D) „ GABPafi 
25 ft^Sii^ai^a, b*^L/X-/1—>7h tfc (0 2D, I/— >8, 
9) o £fc GABPjS^Srin^fcte:^, a (Dm&i>mm2tl1t m 2D, 

V—> 10, 11) o 

£ft£>© GABPa/j3«, ->;HtU> 7°n^-^-© EBS-1 

TS^#:*f^t5 Zhttfrft-oft (IS 2D) . 
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^mWffl\%, NIH3T3 \Z&tf2> Ets 7 7 5 U - \Z Z> ^^$!lfP43 «fc XS 
GABP a t.- Fli-1, Etsl fcTrtU >te^S&fc#T5^*&»B&bfcfc©T? 

5 <5 o 

^E-n^n ebs-1 fcjg^-rste^H^ottiiai^^o^y tf^-u ><Dm^^^t 
m % wm~t &rz®, m^m^it t v *ff o fee 
a) odn © ^- u ^ff^ja t tn i&f ft m « © m 

10 decoy(^n-r)ODN \tt>7>&tf7 ttV V~*J- HOT 

>^K:«kD^i4bfc. ^ifc^mW©M£ MJ >M3gb, 96-^7 rc;i/ 
^1/- h(lxlO>*0Jfi/f x;V)Kl^bfc. 24 B#Mtfe, 1 tfx^&fct) 20 pmol (D 
73^ ODN ^ ai ;i/ K: A tU LipofectAMINEdnvitrogen th, San Diego, 
CA)£fflV>T=lry b<DmmWz%£^T 3 HIS h7>^7x77y 3 >S:ff ofec 5* 

15 n-f ODN %> : BJ&<DMM : &®:fe'$' %>fc®te, Alamar Blue(Biosource 

International *L)"&ffiV>T, *ry b TWSill7 y "fe-T *ff o fc. 

(2) RNAi ©^-u =ff^3aa:«Bii6«&ajtt©^« 

RNA K£-ft¥'&j£K:«fc D#feo siRNA « Elbashir £©?° 
D hn-jV (Elbashir, S.M., Nature 411= 494-498. 2001) Cfot^HL 

20 MWtmnm<Dmm%: bvy'^ymmh, ^)vy°u— bcixio^ mm/^x.jv) 

\Z&Vt£o 24 mm^, 1 ^x^fefeO 20 pmol © siRNA £ t> xJWc: A*U 
Lip ofect AMINE (In vitro gen It, San Diego, CA)^m^X=¥y hCtBKSfcfiEo 
T 3 BR3 h 5 >77x7; >*fx ofeo siRNA Sr&Jt'T 
Alamar Blue (Biosource International fr) & Jl V* T\ 3f ^ h©ii#tC^oT 
25 Jfflfl&iiJftTyfe-i' Srff 7B). 
(3) 

NIH3T3 IC&V^T, Fli-1 te~> / If :* U ><E^?SH£&i»U fi!<J b, GABPaK^© 
fe^tt^iiijn$ J &<g)^m^#e.nfc (H 3A, B) . GABPa, GABP/3 

CD RNAi (It; y h bfe NIH3T3 HUfiTte, tf^"U >©4te^fe<£T 
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mEit^tlTc' (0 3C) o in^Out^B NIH3T3 {d^V^T, GA.BPa/jB*& 

S&fc, ^CD GABP a/ 0 EBS-l Sr^bTW ti^U >c^fe^«#S 

JI o T V> 5 C £ * IIE HJ! -T -5 & & > EBS- 1 (G-76T) 3g S# *5 <fc EBS- 1 I? £ M <D ^ 
5 T^yn^E — ^-(-200 ^6+843)**6ffl b^^'ftX y -fe-T Sff o fee 

(4) C7 xx $ > ~? n v t- <<y & 

m%l\Z NIH3T3 £ 200 nM ©f^-f TBltfct, Is J tf^"U ><D3g5E£r^ 

HHIXU 1% NP-40, 25 mM TrisHCL pH 6.8, 0.25% SDS, 0.05% 2-^)Vtl 
7° hxd? 7 0.1%^U-fen— ^WT^f £i±fc 0 
»j»»07U n- b£ SDS-^U T^7 5 F^;i/±T#$tbfco #$8b7i^ 

15 >/\^S^-ho-kJVD-^Itib tfCW t?^-u ^n-^;Mn#:£ffl 

1 ^X^^^n^U>S.^ECL^{±l'>X7 : -A (Amer sham Pharmacia Biotech %h) 

-^©iigJif:, EBS-l MT«lfcyy t::tU >©3&5i«#5J a l t 3H£i£Tbfc:. 
20 ^tlSOr- ^ <£> GABPa/j8 fc«k D EBS-l ^IT, '>;trtU>Ofe^ 
**ffiOH $ tlT V* 5 H t $ tlfco 

ClUWJ 5 ] 

25 tSfe®?**. 

y;k't'J>^nt-^-f: LacZ ^Ufc7775 h ^ 

>Xyx;-^^7X^ffSUfco Tg te^fi 2.2 k t 1 k <D7°U ^E — ^ — t^r 
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4A) o 

SyG-2.2k/BV2 *B NotI «h Ncol "Cm 2.2 k OK t Iti t ^tfe, 

5 SyTB/pBluescript / \Jf^l' > SyL-2.2kcwt/Bluescript S^llfc. $ tC , 
SyL-2.2kmG-76T/pbs , SyL-200wt/pBluescript R SyL-2O0mG- 
76T/pBluescript ^H^tl SyG «fc «P ® tJ tB b frWr Jf HTffsft b 7c 0 
«£*»fcOl>T, fn^n QIAGEN Plasmid Kit (QIAGEN *±)£M b *ff &€L 
Seal KlTiBMfrftbfc DNA £ BDF TOJ^(C57BL/6N £ DBA/2 N ©£IB 

^tlS© Tg x^X^SW H :*U > <Z>5SS5E£*fcfcf EKl«fc«. X-gal 

^fi&ff-pfCo ^CD LacZ ^/7^^>tfcyy^7'7h-7^7©Ifi:^tf§ 
15 LacZ (Dmmt^mi^UVTc4-D(D Tg T ^*<Efi^£lfct£*fc3tfbfco 

W tfrtU >© 11.5 14.5 d.p.c(c3ays post coitus : M)0E^f it, 

LacZ m^^^-DTzo 2.2kilk © 7°n ^=E — ^ — £3*A b fc h ^ >7s^;n ~ y 7 

lTOS^iAlfc 2.2 k t 1 k OT^Dt-^-IIAl/fc h 

^atl^nfe (121 4B) c 

*^#^nTViS(pax6, collla2 ZLtl*><D ZL EBS-1 7 tf* 

25 ^StC ^tomMt GABF aOmM* 13.5 d.p.c ©K£J1 HTJfctfc b fc. £ £ 3 , 
S^|Wia©^fc^JJbTV^^i^J^b^:(0 4C)c £JUh 9 , fl£fg 

ifcfcfe^Tfc* >tfha©ifi§*£|im, GABP a ^ EBS-1 S^bT^^lf* 
U XD^SrSll^bTV^d^^Stl^o 
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HfflfU ^^©fcJKffllfifc&W'* EBS-l £^bfc GABP a CD^^^Ol^T^ 

NIH3T3 (D&mW>m<Dt% tmmz GABPaCT^-A-y7 h^i^tlfco 
EBS-l ©U ^^ffllil^tf^fl, GABPatJ;?) 

EBs-i tf^-u xommfflmiz-z) mnmzmm 

mm<Dmm\imtt£%frz.t%:mE>-Tz>fz®, ebs-i j^i'ia^yyt't'j 
io xDm^^uiz-D^xm^vr^o 

£f\ ±fB© EBS-l izm&TZ GABPai^t§f3^ftl (SB^J#-^ 11. 

12) &&z£*ft^4 ?u > vu-)V(D c ru^mw. im^mn 13, 14) fcigw-u 

(0 5) o 20 ^^7l/^-^Kft© ODN tete^J&tCJ: VntCo ^n-f ODNT 

15 ^T©£5^ f^^fSilSilfitciAbfe. Tftto"^ ^I«®thU 
C7V^*iflg>iM& h U :/->>:Mb, 10%FCS £^t? DMEM fcT 96 >)xJl/7° 
Ix-M- 1.0X108 jfflflS/^ai^-eitaibfc, 18-24 RSHffc, FCS MV. 
IiL©DMEMT-M#t, FCSSSb, Jtl^KM b © DMEM 90 ix L 
JnbfCo OPTI-MEM I Reduced- Serum Medium 45 n L, ±fH©-x3-r 0DN(2O 

20 £iM)5jt£l £}jlif?c © OPTI-MEM I Reduced-Serum Medium 50 £i 

Lipofectamine 2000 1/zL fc © tejll*., i<tX7T^>^bfef IO 

^RI&Bbfeo Cin&JWIJfiK: 10AtL T^£^^<»Ibfco 24 Ptffflig*^ 
FCS £ 10mL JPA, <g<*>£igi?T4fc«bT3 0Mh7>X7i^'>a>Sff 

o/c cue) o z.(DMM*m^T*y b<Dmmm\z^'DxmmmmT iz&a 

25 b/co 

HRP MttcD^ffi ECL Plus *y h (Amersham *±) &m V*fco 

Jt<Dffi%k, m¥ft\z^(DmM(Di&Tfim®t>ntz cm 7 a) „ 
±m<Dmm^ 24 mmmmm. wsts 7y^\z^-r^>tth\z, z.<D24m 
mwmmmmmzxmm^mmh, 71x^^077^ >^&ffo^ 0 wst- 
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8 7yt-fli Cell Counting Kit-8(Dojindo £h)£JB V^JtlB 24 W*g«^<D«B 
ISt Cell Counting Kit-8(Dojindo WST8)»inU, 4 9f f^ftOD® 7^(450 
nm)£$'J5£LTfTO 7"c 0 ^XX^>7^n ^t^{ >^W, ftffllSSW^ 15 mM 
Tris(pH 7.5), 200 mM NaCL 0.5% NP40, 0.1% SDS, 1 mM PMSF, 2 m 
5 g/mL U =l — ^ 7° ^ y (leupeptin) , 2 U g/ mL 7 7° a 5^ n > (aprotinin) , 2 At 
g/mL ^^^^Xpepstatiii)fcTWI»«, SDS-PAGIE fc«kt)^Htb, Xl/^ 
KD^n^r^>^l:J:!9xhnt;i/n-7 (NO .Ifcfif Ufe, NC 

ItMl, 5%X^A^;i/^ SrJnAfe 0.03 %Tween 20 ^flt! TBS "C^ift, 1 mm 
7'ny*>sfVfci%L, tfcisS\£*V>tfi#X\3Lifi&7£7 : 7->$i<*& 0.5%X^A 
10 ^rinAfe 0.03% Tween20 » TBS 1 ©f B 1MK^$-&fc 0 Sift 

NC 0.03%Tween 20/TBS 7?»b, HRP WKtfltflJ-^ IgG £vf*£ 2 
Mtlt, ^M, 1 0^1&SSJ&£i±> 0.03%TWeen 20/TBS TfSfei^L, 

hrp & t& tB-r s ji ^ ck b a wst® w u . 

WST-8 Tyt'f 0|g**BI 7B ^IX^>7*D^f^ 7 C 

15 t*t„ ni7B tc^tt^D, x ^ 7 > ^ 1- 1 mi All§(^ 7^3 
>hu-M\zit-<, ebs-i ^^^mmMAMM^temmzmmmnm^mm 

$nT43D> HI7C Cisnst*!), 717^>7n7f^ >^lC:feV*T 5 b>' 

mmm 7 3 

*§»M«, ~>y lf^-U ^^te^W-S ebs-i <^«fliftfr$*&«MBb;fc 

25 (l) )Vz^7^7 — \f.7v^ 

I/ J HrtU >5BSte33#5 EBS-l ©*8Hiftfc^3i=©l&f!f£ffofco ^f^ 
EBS-l(-77/-72)^HW«h tSTH'f ODNC^T, ITEBS-1 t^^J £^"5)£l% 
J&U Z\<D EBS-l rn'f £ NIH3T3 «BJfifc»AT*21 WJ> 

cDWiaf^^tt* ebs-i fD-f©Si*s;^>7i7-tf7yt^ CfllffiLfc. 
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fitc &m^tz.ftmb¥fttirte&r), nih3T3 mmzmx^nr^ ebs-i fn^f 

NIH3T3 SSfflJ§&^(D— ifitt h^>X^x^7->3 VSfrSfc*, IStt^XSF 
(100 ng)R^fi3>hn^ DNA(CMV-j8-#7# h S^ — iff&SI^ — 
5 50 ng)£ FUGENE6™(Roche *fc)£jH ^X , ^ ~=lT JV (Roche ft)CfoTh5 
>^7i^ya>lL 24 tZaijl/^'U— MC^Jnbfc. 30 «p|Wi&*«, 

PBS T^fcV^ JfflJIfilfc Passive lysis buffer™ (Promega £t) £ 100 

<CJV'>7x7- tfJSteRtf/S-gal ?£'l4£$]SLfc = ^fflflSttai^l4 , ©;i/~>^cc 
10 7— •tfSte&SfljrrSfc&K:, ii^lS 20 /i L ^ 7 7 1 ^ A* y 7 7 (0.25 mM 
ATP, 10 mM MgCl 2 , 100 mM U U pH 7.8)100mL IC^JDbfc. 

MicoLumat Plus(Perkin Elmer-Cetus t)tl£tfec /3 -gal T V^L-i 
te&T©£*3t)fTofc. T MtttB^ 7ML fcTyH^y 7 T<60 
mM Na 2 HPO^ 40 mM NaH 2 P0 4 , 1 mM MgCl 2> 50 mM jS - ;* 7° h J 
15 — ;K 0.665 mg/ml o-~ h O 7xZJl/- i3 h F)£ 100^L JP^.fe^:> 
37°CTr 30 #IHH ">3f j.'*— S'a >bfe 0 1.0 M Na 2 C0 3 S 160aaL iDX.TSj£ 
^it^T, 420 nm«iejfbfc 0 ;i/->7i^-iftffl3£««^T, ^ 

7>X7l^^3>»Pfc (»IE) U H&n&*'SW'>7l7-f 
20 $£14<hbfco ^'nS©*?: SyG-200/+843 fc^LTffl^flsU, ^^^r^ 

-^GD^, EBS-1 5*3^ *3IAL/fe*Bia©tttil**fflVifc;V^7x7— IfT 
yiz-frte, h7>77x^va >UM(D%h<D^ hVc<X, EBS-1 f^-fT 

28.4%*-etTbT*t), *n\z&K), mmmu-zntL (ins a) 

25 7^^flfz.o 

(2) y^^>>V^££^fi 
NIH3T3M& hU7-»Hl, ^PBS T2igfe#L/, lX7^^Fy>^ 
7t y 7 7 (Vybrant apoptosis assay kit, Invitrogen ^t)\ZMM Vs lxlO 6 SfflflS/ml 

©Mt^Si^Cilbfe, llslSI&fcD, fflJMHS* lOOjtU S&fllLfc. 5 
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U g (D FITC tf HIT * * is > V 43 <fc U 1 U 1 © PI £ jjP X , S^^15 

^f B H>^a^-him 400^1 <D lX7T^y>^/t7 "7 7 £JP?U 
< 0 }I# bfctt, FACSCalibur(Becton Dickinson %t)\Z J: X) Mffi ^ff &o fc„ 

NIH3T3 8fflflS£mSSb, 24 B#RH@BC GFP XteW bf^"U >(D siRNA(25 nM) 
LIPOFECTAMINE 2000(lnvitrogen t±)^ffiV^T KTIH3T3 ifeHh7>X 
7x^y 3 >U 84 W>^-M.L _tfBtl^I#fcbT EBS-1 

10 ODN ^tl^ NIH3T3^BI^^ h^>7 ^i^7->3 >bfc 0 

^©igjn, ebs-1 ^n^mm&m^Tis; ¥*v>GDifc^m.w\z&2>mw& 

NIH3T3 MmiZ^^XT^ h->X^lf# ^tlTc (EI 8 B) „ HI 8 

nih3T3 mM<Dmum^M~t:&&(ioo {%)o mwz, nih3T3 mmiz&ux, 

15 J tfrtU ><£> RNAi 0 w tf^-u >O^S£^~F £^>, T^h 

—>X7^M#£nfc (0 8O o 18c iz&^T, l/^JHJ^x^^y^n^ 
5V >^cD|g^:^^b> T/N°^;v«NiH3T3M^©iS^^^*-eab^(ioo^)o 

(3) FACS Mffi 

$61:, H^-U >S:3aPJ^t-S NIH3T3 M^rff^b, EBS-1 

20 &m\z&z>&W&tkfilstto 

W tf^-U >§il^iJi~ ; 5^^IH^1*©MiL^^V^T fci, LIPOFECTAMINE 
2000(Invitrogen cfc £ NIH3T3 IBIS^© h ^ >X T x. ^ -> 3 yfr P> 24 B#P B 1 
M£$Ti|ii?6*gili?T 10 f§#|RbT^^bfe 0 §H, M*Rtg±-fii(G418 £ 
0.5Mg/ml -B^)£»Pb, HA-Synoviolin-HAHA/pcDN_A3 ^Pja^^-£^5£ 
25 fUjlf^^ n->£#fc 0 7^43. *fJ^<hbTXte HA-p cDNA3 — <M£ 

fflbfeo ^-^Hfla^^^t^T^^T.^ H^^©^ii^5ff^-r^fc^, HA $> f\z% 

EBS-1 ODN l:il)7^h-y^ill:o^TH ^©ii D £It 
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FUGENE6™ (Roche ft)UM \Z£Z> EBS-1 rX't <D >Z7 $s h 

ffoT 84 mmmz, mm^m^vx-^^ ^u^^-yizxn, t^^f->> v- 

FITC T7^tfco FACS fttir\Z&V, ^EMMtT^ h-i/X&^ilbfciS^ 

mm tit HA-Mfr^^ffl b/cc 

X. 7**r*/> V %m^fc FACS H i§7^ h-yXC^II^^&ofeiu 
10 5, NIH3T3 Mfcfe^Tte 51.1%#7# h~ v'X^^bTVife^ 

W bf^-U >jafRl5SS*ffljaTtt, ■£-©ftl£'3&* 29.8%t^ofc (19 B) o E19B 
(D7s^^>^)Vt EBS-1 f3^OA°^JK05^, fefijO^Httt, 1O0 fg(£>iW 
\Z&2> NIH3T3 mm(Dm®X0L^MXfcZ>o 

$k±<Dz.£fr*>. EBs-i &i\-VTm^mffi&ffln*r2>h. i<y tf^rv >om 
15 ii^$cp0j$n, nih3T3 mm<DT7$h—^7>fimmznz>z\£tf7i<^nfc 0 

mmm s ] 

*^«J«, EBS-1 T^-f^W tf^tU > RNA CO^^^mWt^ Z\t.&, U 
APCR tiDlILfcfeOT^^. 
20 *fifcfi?g|$<Dt: h U r>v^m^^ffl^(RASCs)& h U ^»IiU, 10%FCS 
gr^t? DMEM \ZX 6 ^x^^Ix— 1.5xl0 4 IBIJS/tf x^T*** bfc 18— 
24^Mft, FCSWD, fct£*K&b© DMEM T?— Sife^U, FCS^b, JrC^ 
DMEM 1000 ML £$siPbfcc OPTI-MEM I Red_uced-Serum 
Medium 47.5 /zL, ±13© EBS-1 f*3^ 0DN(final 100mM)2.5/^L &£t^te 
25 y/Ht'J> siRNA(final 20 /x M)2.5 Ml & US b *> C73 * 0 TTI-MEM I 
Reduced-Serum Medium 49£iL, Lipofectamine 2000 IaiL ©jg^fcteflO;*., 

ii< fcf^y5V >^bfc^ 10 ^Wftflibfc. £ti£MK: ioo ml 

A,&<Mbfc 0 24 Btr^s*^ e<*^iii?Tifc«b, m^ia^ 
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h^>7,^x^->a >mmmim 84 mm^ mmftz iso g ene(-y 

ttO&m^fcy — ^tttti&^RNA ^JfifcBU RT(resal time)-PCR Srff ofco 

ttH TaqMan Universal PCR Master Mix (Roche £t> 22: t£ Applied 
Biosy stems %fc «t D IS A b & T © 7° D - 7* * M V ^fc . 
5 -> 7 tf U > : HS00381211_ml HRD1 
hsGAPDH : Human GAPDH 

T^b^7°n-7'0.5/iL> RNAl/iL TaqMan Univers al PCR Master Mix 5 
li L> Hf^bK 3.5mL £ PCR ^jx — :/K:#&l£*i-a-U 7 7*7<F/HtRT- 
PCR 7500 £JBV>T RT-PCR £ff ofc* 
10 V^'trM*. cDNA#:REJ&£bT 50 *C2#\ 95 °C10 1 HI, MtfT 

PCRii'l'SKjSiUT 95 °C15 60 50 mffV^ Stt 72 °C 5 #M 

RNA *5g^O#P*fttU A PCR S«#JRO#*rV7 h&ffiViTfr-pfco 

v'/k't U >ia^ : ?^5i»« hsGAPDH £>3£3iST?§d€> d iz\z£ Y) fit^MiE b 
15 fee 

tzz\£fimt>frZit£~Dtz. m i o) „ 

25 

@B^IJ#^- 3 : -arjJg DNA 
BB#l#-*t4 : j5K DNA 
SB^iJ#-^- 5 : -grfifc DNA 
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6E#J#-^ 6 : -g-fifc DNA 
13^J#-*t 7 : DNA 
m&m^ 1 1 : 1=rJ& DNA 
IE^J#-5§ 1 2 : DNA 
5 SB^J#-^ 1 3 : DNA 
SHM#-^ 1 4 : £-J& DNA 
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i t © 1 ffi 
5 2. i^T© (a) Xtt (b) (D^n^mko 

(a) e#i## i ltKtti 2\z^n^m.mmn^^u^> ; f^^m.m 

tit b < «#jp $ nfc*63£E^j^ e> & ~> y tf ^ u 

10 3. J^T© (a) Xtt (b) (D^U^tkM* 

(a) ib^j#-^i isr;i 2 \ztf z n&Mmmmfrzu&^u^ mm 

5. ebs, sbs 3&rx abs ^6^*»^&a^nsviTn^©<g^ H-^iiS'&fiP'ia: 

20 6. maim, xtemmmzytf ^x&Btsrr z>zaiwv&& , w^i- 
5 covi-rn^ i ^tci3m©^Mo 

io. w^i~6©vi-rn^i3s^i5m©^m^ffiViT, s>y e ^-u >©$g^ 
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12. fflf^gi 1 ~ 6 (D^-ftifr 1 :£k:1Eic<z>$iM£JBV*T> ->/tf^-U>©ya 

5 i^t-y^ h-isTs&mmirtt&io 
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SEQUENCE LISTING 

<110> Locomogene, Inc. 

<120> Decoy nucleic acid against syobiolin promoter 

<130> PCT05-0020 

<150> JP 2004-92570 
<151> 2004-03-26 

<160> 14 

<170> Patentln version 3. 2 

<210> 1 

<211> 3046 

<212> DNA 

<213> Mus musculus 

<400> 1 

gcaagagacc ttattttgtt tttcgagaca gggtttctct gtgtagccct ggctgtccta 60 

gaactcactc tgtagaccag gctggcctcg aactcagaaa tccgcctgcc tctgcctccc 120 

gagtgctggg attaaaggta ggcgccacca cgcccagctt tttttttttt agataggatc 180 

tcactctata gctgtacgct ggcctcagat ttatgatgct cttcctgcct cagtctccca 240 

attttctggg attgtaggag tgggccacta tgctctgctc actacatgat ttcagaggtt 300 

gagtagacct gaactgaaga ccagacaagg gagccctccc tcgacatctt ggggccaggg 360 

aagttgaagc cataggatca gaggaaatgt ggcaagaaaa aaggccaaca tggacacaga 420 

acttaaataa aaacagacag aggaagtaag acagatatat acctggggga gaggagggat 480 

l/n 
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tgccacaaaa tgtaggagat tttcaagaat gggggaggat gagtgtgtag ggttaaaggt 540 

agccagtaga agttcatagc tagccttatg gaggaaggaa aggggagcca tctcgggatg. 600 

ttaactgtta aagacaacag gtggtggtga agatggctga gaccaagagc acagggctga 660 

ggggcagaca ggcactgaca ctgctaccct ttaatacagt tcctcctgtt gtgatcccca 720 

accataatta cttcgttgct acttcataac tgtaattttg ctagttatga attgtaagta 780 

aacgtctgat atgcaggata tctcatttgt gacccctgtg taacggtttg attcccaaag 840 

ggcttacgac tcacaggttg agagccagcc actgccttaa agtcgtctag aatcagtttt 900 

ctttcttttt tgacagacaa gatgtttaat tccgttgtac tgaaggaaag ccattttatg 960 

tatttttctt aagtgctcta tcagtaatga caattctgaa agcccctgtg ttatatttta 1020 

acaacacagt cacctccggt tctgtattca ctgtccgtgt tgtgactccc acagtataaa 1080 

ttcctccagt tgatcttcat gaattcttat atttgatccc cccccccctt aggcctctga 1140 

attccgagtg agtccgagtt aaaaatggga ggagcaccct ctagctgata aacctgggta 1200 

atgaggtgtc cgctttcagt ttccattctg tacgcgacta tactgcttgt gtgagcccta 1260 

acagacagaa tcagctcaga acaaagggtc tggctatctc ccagggatga acacgcacgc 1320 

cgactgagct tttggggtgt tgaaaagtca acgccttcgc acagaactct ccaccccaac 1380 

ctagaaataa ctggcgttct gttttatgtc agtccggaca cgcaagcact gctccttttg 1440 

cgggccccgt aagcatcccc ccaggcggga tagggatccc cggcctatgg actgcgcttt 1500 

ctcagctggc atccagctgc cttggcaccc agtccggggc cactctgcct acagacccta 1560 
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gcaaccactc acctgctttt ctttccctat aggccagaaa tttttccttt cttttctcat 1620 

tggtccgcgt aactttatcg caaccaatcg gcggtacacg ggaacaaact cactcctaca 1680 

caacctgcgt tggggggagg taacctggga agacctatat ctgttttctg caccgctatt 1740 

tttttccgag aagcacttaa cttcttaccg tgtcgtagct atccctggaa tgaggcgctt 1800 

acacatttta tttctttcat gcctgacata aagtctggcc cttgctcgct cctgcccccc 1860 

gtccaaatgg ctcggcccgc ggaacgccca tcttccaggc acattgagag ccggagtctt 1920 

ggagggagtt tagggtggtg attctacaac ggcgactagc aagtggcggg cttcagccct 1980 

ttcccgctgc tctcctggtc gcgaccacac gtcacagctc tcgctcgttc cggttgctcg 2040 

cgcagggggt ggggagtgtt gttaaccgga gcggctgccg cagtcgcggt gattgagcgt 2100 

actccgccgc gccccgcgcc gccggaagtg aggtgtctta cccccgaagt tccggttcgc 2160 

agggggtggg gagtgttgtt aaccggagcg gctgccgcag tcgcggtgat tgagcgtgct 2220 

cgcggcgctg ggctcctggt gagtgggcct ggtcctgatt ggggttgggg ggtcggcgtc 2280 

taggaccttg tcctttgggg tcactgcgat cagcccgccc cgctgcgttc ggccgccagt 2340 

tttcggcctg tcagatggct ggagacctta ggcggcggcg cggccaccgt tccagaggcc 2400 

gggccccgcc tgcgaggttc gcaactccta gcgttcacag gtgcgcgact gtgaggcgac 2460 

ctgactggtt ctcagccccg ccgccgcacc ctggcggtcg gccgtttctc cggttctcag 2520 

agtggacact gctgggggcg gggggggggg cagggttcca gactgacgta ccccgatggg 2580 

cgcgcgtctg cgctgaccac cctggcacag ctgtcactgg ttgtgtcgcc ttctcaagct 2640 
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gtgccctctg caccttgcct cctccacccc tggcgggccc agcgaacctg cctctaaagc 2700 

ctatcatccc agctccttca gagggtcagc ggtggcagcc cccctcctcc taactttgcc 2760 

tcagtgactc cctagaggag gcgccttggc agacagcgtg gaagagccct agatttgaaa 2820 

cgagattgat ccaagttcta ggccttgcat cagtgtgagc ctctaacccc tttgagtcct 2880 

agtttctcgt ttgtgaaaca gggagtatat gctgttttga atctaatggc tgtcaaggtg 2940 

aaatgagtgt ttgcccttac actctgccag ggactgtgct aggtttacat agtgtggata 3000 

tcacaaatgt cattttcctt gtgcaggtct ctgggccagg gcgatg 3046 

<210> 2 
<211> 3092 
<212> DNA 
<213> Homo sapiens 

<400> 2 

ttggctcata acctcacttc ctttaagtct ttgctcaaat gtcaccttct caaggaagct 60 

tacccgatta tcctcgctga tactgcaacc agcttcaagt accccaccac atcctgatcc 120 

cctttattct gttctacttt tttcctatag cactgatcat cttccagcgt attagatttt 180 

tcacttatgt ctgtggtttg ctgtcacatc tactaggata agctccacaa aggtagagat 240 

ctttattttg ttcactgaca tcctaagtcc ctagaacagg agacacttga tccatatttg 300 

tagactaact gaataaatga cttaattacc agtttggatg tgggggcaga tagtgagcat 360 

gatgcccgtt tccggagctg gggtgcagac agtgtctagg gacactgaac tgttttaaaa 420 
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gcaggataga tcccggctgg agaccacaca 
ggactggagc agaggaaatc atgcaggaaa 
gaggacacat gcatagccag agagaaaaga 
agggaggaga ctttcaagaa ggggagagag 
attggatgca gtcactagaa agttacagat 
cccaacacct tgtggggctg aggtgggagg 
atgagccctg atggcgccaa tgcactccag 
aaattaataa ataaataaat aaaaagaaaa 
ggga,agccaa ctctgactgg ttataagctg 
atggctgaga ccaacagcac agagatttag 
caggttttgg taagcctttg aatttcaatt 
ccctagctca taaaccttag tgattgatga 
cacaaagtgg atgcattagc tccattttgt 
gacacgaact aaaatacagt gcagcccagg 
ctgaacaaca catgggcagc aaaatcagac 
agtcaattcc tttgaacaaa cagaacactt 
cagtctcggg tacacctggt tgtccctccc 
cagccaggga tcactcgccc aaggactgag 
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aggaaatcat cagcacctgg gtcaggggct 480 

agtaaagaga aggacatcag gtaaagagaa 540 

ggagcagagg catgtggatc acagaagctt 600 

gttgagtcaa gcaagggctg aaagccaacc 660 

aggcaaggtg ttgtggctca cgcctgtaat 720 

atcgcttgag cccgggaggt cgaggctgca 780 

cctgggcgac agagcaagac cctgtcgcaa 840 

gggggaaaaa aagttatacg tggccttacg 900 

aaactgtcaa gtcaacaggt ggcagggaag 960 

aggcagacag acctggcgcc aatcctagga 1020 

gccccacgtt tcgggggagg gggt agcacc 1080 

ttaaatgaga tgacggagga aaacgcaagg 1140 

taatcagcag gcttagttgg ctgcgaccca 1200 

accagtgggg gtcttgctta tggctcagag 1260 

actgagatgc gggcaggcct gcgacgctga 1320 

ccgtcccaag attagcagga attaatctcc 1380 

tgtcctggcg cggcaaacgt tcccggaggc 1440 

ctttccctac tctcagccaa ctggagcggg 1500 
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accagggcct aggcaacgca gctgtccgcc cctaacaacc actcacctgc tttcccct tt 1560 

ctataggcca gcaaaggtac attctttttc ttattgggcc gcgtaactta tcgcaaccaa 1620 

tcagtggcag ccacgggacc caactcactc ccacacaact tgtgggggtg atcatggaga 1680 

agacaaattt ttgttttccg catccagttc tctcagagag caccgtattt gtcaaactgt 1740 

tgtgactctc cctaaatgtt taagaaaaca tttcattccc ctcaggcttg tatagtctgt 1800 

ccctggccta ctccccgctc caggtggtac agcccgcaag cggctcccct tcccagctgc 1860 

tcgcggggcc gagtccccca gtccgaggag gccactcagc gcaggagcca taccatctgt 1920 

gactaataaa taataggggg acctccgact cccccctgtt gccttattac cttccgacca 1980 

cctctcggac ctcttgccca gcccttcccc gtagacatca ccccagatac ggtggtgaca 2040 

ccattgctat gggcccacgt agggcgcagt gcgagccagg gcaggacgca cttggtacga 2100 

cccacgccgc gccccgcgcc gccggaagtg aggtgtctga cccccgaagt tccggttcgc 2160 

agggggtggg gagtgttgtt aaccggaggg gcagccgcag tcgcgcggat tgagcgggct 2220 

cgcggcgctg ggttcctggt gagtggggcg aagtctggcc cgagttgtgg ttggggtcgg 2280 

gacccgaacc ttccccttga ggtctccgga gtcggcacgc ccctcagccc cgccgcacgc 2340 

tttcggcctg tcagctggcc ggagacctca gacgccggtg cggccgcttt gctcaagcct 2400 

gggccctgcc tgcgacgccc gcaactcctg gtgctcacag gtgcgcggcc gcgagggcga 2460 

cccggctcct cccgtcccgc tgctgctctc tcccgtcccg ctgtttttgt ggtgctctga 2520 

gttgacacta ctccgggggt cgggggaccc caggattcca ggctgacgtt ccccgcccgc 2580 
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tcccgcaggg cgggcgtccg aactgcccac cctaacacag ctgtcaccgg cgctgtcgcc 2640 

tgcccagcct gctatcctct gtgccttggc tgctctcagc cctggctgcg cattcccgcc 2700 

cctggagcag atttctgctg ttgcctccca ccccatcttc tccaccggag ggtcagcggt 2.760 

gcagctcccc ctcctccaac attgcagctt ttcctcatca cctccctaga ggaggcggct 2820 

tggcaggcag cgtggaaaga gccctagatt tgaagcaaga ctgacccagg ttccaggcct 2880 

tgcgtcagtg tgatcactta accccttcga gtctaatttg taaaatgggg tagcgtaagc 2940 

tattctttgt ctgatgattt cgagggcgaa atgtgatttc ccccccactt tctcctatga 3000 

attgaggctg tgccaggcac cgggctattt tgcacagcac gagcatcaca taagttattt 3060 

tcttgcccca tgcaggtctc cgggccaggg ca 3092 



<210> 3 

<211> 19 

<212> DNA 

<213> Artificial 

<220> 

<223> synthetic DNA 

<400> 3 

gcgccgccgt aagtgaggt 19 



<210> 4 

<211> 20 

<212> DNA 

<213> Artificial 
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<220> 

<223> synthetic DNA 
<400> 4 

aagtgagttg tcttaccccc 20 



<210> 5 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> synthetic DNA 

<400> 5 

actccgccaa gccccgcgcc 20 



<210> 6 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> synthetic DNA 

<400> 6 

ccccgcgccg ccggaagtgt 20 



<210> 7 

<211> 20 

<212> DNA 

<213> Artificial 
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<220> 

<223> synthetic DNA 
<400> 7 

ccccgcgccg ccgtaagtgt 20 



<210> 8 

<211> 11 

<212> DNA 

<213> Homo sapiens 

<400> 8 

gccggaagtg a 11 



<210> 9 

<211> 6 

<212> DNA 

<213> Homo sapiens 

<400> 9 
tgaggt 



<210> 10 

<211> 10 

<212> DNA 

<213> Homo sapiens 

<400> 10 

gecgcgcccc 10 



<210> 11 
<211> 20 
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<212> DNA 
<213> Artificial 

<220> 

<223> synthetic DNA 
<400> 1 1 

gcgccgccgg aagtgaggtg 20 



<210> 12 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> synthetic DNA 

<400> 12 

cacctcactt ccggcggcgc - 20 



<210> 13 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> synthetic DNA 

<400> 13 

ttgccgtacc ctacttagcc 20 



<210> 14 
<211> 20 
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<212> DNA 
<213> Artificial 

<220> 

<223> synthetic DNA 
<400> 14 

ggctaagtag ggtacggcaa 2 0 
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